Dr. Fombonne Replies
Sir: Trends in the numbers of people registered in the Developmental Centers of California with a disability code of "autism" have been widely speculated during the last 5 years as providing a basis for inferences about fluctuations in the incidence of autism and about its possible causes. There are several reasons why these data cannot be used as meaningful epidemiologic indicators of autism occurrence. 1 These numbers are not rates and do not take into account changes in the demographics of the Californian population. Furthermore, the numbers do not account for changes in diagnostic criteria that occurred from 1980 onward, and, more critically, they fail to account for fluctuations in numbers of those subjects with autism who are not accessing the network of public services. Therefore, it is wrong to refer to these data as incidence data, as they merely reflect the proportion of the population prevalence pool that, at any point in time, is eligible and registered as clients of a public system of service delivery.
To illustrate further why these data are inappropriate indicators of disease occurrence, it is sufficient to observe that at the end of December 2005, 20,587 children aged 3 through 17 years were registered in the California database under the autism eligibility category. Population estimates indicate that on January 1, 2005, there were 8.4 million subjects in this age group living in California. 2 Assuming that the population prevalence of pervasive developmental disorder (PDD) is 0.6%, a figure supported by most recent surveys, 3 one would expect to have over 50,000 children with a PDD in this age group living in California, i.e., many more than those actually accounted for in the administrative database. The use of more conservative PDD prevalence estimates for these calculations, such as the 0.34% figure obtained in the Atlanta Centers for Disease Control survey, 4 would lead to the same conclusion. Thus, as has been known for decades, administrative data sources and referral data identify only a fraction of affected subjects and are a poor reflection of the true population morbidity.
Clearly, the numbers of individuals registered in the Developmental Centers database underestimate the magnitude of autism at the population level. Because these data represent a tip-of-the-iceberg phenomenon, they cannot be used to argue for the presence or disappearance of an epidemic or to evaluate the role of environmental risk factors on disease occurrence.
With these general limitations in mind, other more specific arguments must also be considered when evaluating the most recent California data. Thus, even though the magnitude of the year-to-year increase has somewhat abated, there has been a continuing increase in the overall numbers of clients accessing the California Developmental Centers under the "autism" eligibility category.
Second, the slowdown in the rate of increase of clients has not been limited to the "autism" eligibility category. In fact, it has been much more pronounced among clients with epilepsy, cerebral palsy, and mental retardation, suggesting that a more widespread problem is occurring in obtaining eligibility for public services.
Third, and in line with the previous point, changes precisely occurred in 2003 in the regulation for assessing eligibility of new clients by the developmental centers. One or 2 areas of ma-
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jor functional limitations out of a list of 7 domains of functioning were required previously for a subject to be recognized as having "substantial disability." On August 11, 2003, this requirement was changed to 3 areas of impairment to qualify for eligibility. This change very likely followed the budget cuts that affected the developmental centers as a result of the general downturn of the economic situation in California. Fourth, trends in other U.S. states have not been in the same direction, and this makes it very unlikely that the general removal of thimerosal from vaccines that occurred in 2001 throughout the U.S. would account for a trend confined to California.
Finally, several well-designed controlled-cohort, case-control studies and ecological analyses 6 have failed to document an association between exposure to thimerosal and the risk of autism in children. 7, 8 Epidemiologic investigations of autism require proper epidemiologic data. Reliance on referral statistics contained in administrative data sources such as the California Developmental Centers database or the U.S. Department of Education data 9 is inadequate for properly evaluating trends in autism and PDD rates. In light of the severe limitations of the California data, inferences drawn from looking at trends in numbers of eligible clients are of dubious value.
The article discussed in this letter was published in a Supplement to the Journal that was independently developed by the CME Institute of Physicians Postgraduate Press, Inc., pursuant to an educational grant from Janssen Medical Affairs, L.L.C. In the United Kingdom, Dr Fombonne has provided advice on the epidemiology and clinical aspects of autism to scientists advising parents, to MMR (measles/mumps/rubella) vaccine manufacturers (for a fee), and to several government committees between 1998 and 2001. He has also been consulted by ad hoc U.S. committees from the Institute of Medicine and the American Academy of Pediatrics reviewing the MMR vaccine safety. Since June 2004, Dr Fombonne is an expert witness for vaccine manufacturers in the U.S. thimerosal litigation. None of his research has ever been funded by the pharmaceutical industry. He has received financial or material support for providing expert testimony on behalf of GlaxoSmithKline.

Dr. Aman Replies
Sir: Dr. Ilana Slaff expressed disappointment that I did not discuss Greenspan and Wieder's 1 Floortime approach therapy when discussing "treatment planning" for individuals with autism. Floortime, also known as the "DIR" approach (Developmental, Individual Differences, Relationship-Based therapy), has an enthusiastic following within the autism community. There were 2 main reasons why I did not include the Floortime approach in my discussion. First, there are limited empirical data on the Floortime approach; I am aware of only 1 report of its impact, 2 which entailed a retrospective review of 200 clinical charts. Second, I was confined to limited space and simply could not address all potential therapies in the pages allowed. For example, my discussion did not include project TEACCH (Treatment and Education of Autistic and related Communication-handicapped CHildren), which has had an enormous impact in the state of North Carolina, which has a line-item budget for autism spectrum disorders.
The Floortime approach views interactive play as a key method of building affective interactions between the child with autism and his or her social world. The approach aims to coax the child through 6 hypothesized developmental milestones. Metz and colleagues 3 reviewed the Floortime approach and drew the following conclusions: "At its core, the model seems to incorporate an intensive form of incidental teaching, creating and capitalizing on interaction and instructional opportunities and teaching new skills using shaping and reinforcement. These are aspects of intervention important to teaching and generalization of skills that should be an integral part of any intensive intervention program." 3(p254-255) Presumably the Floortime approach will vary from case to case on the basis of therapist training and experience, caregiver style (caregivers-usually the parents-interact with the child in play), and child characteristics. Floortime is a popular therapeutic approach, and it warrants independent empirical assessment. Presumably, because of the numerous therapist, caregiver, and child variables involved, this will be a very challenging task that is likely to pose many of the same hurdles that 2 
Onset of Unipolar Depression or Bipolar Disorder Prior or Close to Menarche
Sir: In a recent study by Joffe et al., 1 the authors assessed menstrual cycle irregularities in subjects with unipolar depression, subjects with bipolar disorder, and healthy controls. Women with bipolar disorder reported early-onset menstrual dysfunction more commonly prior to onset of bipolar disorder. Bipolar disorder and unipolar depressive patients having fewer than 5 years between menarche and the first illness episode were excluded from the analyses. A higher proportion of bipolar patients (272/582 = 46.7%) were excluded from the analyses for onset of first episode prior or close to menarche compared with unipolar depressive patients (71/333 = 21.3%). This fact is commented on in the discussion section of the article, but we think that it bears further discussion.
We used data from the Joffe et al. study to determine whether women with bipolar disorder were more likely than women with unipolar depression to report the onset of their first episode prior or proximate to menarche. We reanalyzed data from the article using the programs NCSS and PASS, version 2004 (Number Cruncher Statistical Systems; Kaysville, Utah). After those patients who were missing menstrual cycle data (15 bipolar patients and 17 unipolar depressive patients) were excluded, onset of first illness episode prior or close to menarche was reported to have occurred more commonly in women with bipolar disorder (272/567 = 48.0%) than in women with unipolar depression (71/316 = 22.5%) (Fisher test [2-tailed], p < .001). We also calculated the odds ratio and 95% confidence interval (CI) for the association between bipolar disorder (compared with unipolar depression) and onset of first episode prior or close to menarche: OR = 3.2 (95% CI = 2.3 to 4.4, p < .001). This means that women with bipolar disorder were 3.2 times more likely to report the onset of the first illness episode prior to or within 5 years after menarche.
We consider this finding very interesting, because it suggests that bipolar disorder patients report a higher prevalence not only of menstrual dysfunction, but also of onset of illness close to menarche. As Joffe and colleagues mentioned in the discussion section, abnormalities in pulsatile release of gonadotropinreleasing hormone have been described in bipolar patients, while the hypothalamic-pituitary-gonadal (HPG) axis appears to be functionally intact in unipolar depressed patients. We wonder if these differences in HPG axis may explain why patients with bipolar disorder report an onset of illness prior or close to menarche more commonly than patients with unipolar depression.
Other studies have reported an onset of bipolar disorder 2 or unipolar depression 3 related to menarche, but to our knowledge no previous studies compared onset close to menarche in a sample with both unipolar depression and bipolar disorder patients. For this reason, we think that the excellent study by Joffe et al. should be underscored, and we hope that our additional analyses and comments may help to widen the knowledge about female reproductive cycle events in relation to bipolar disorder and unipolar depression. We are aware that assessing the onset of the first illness episode in relation to menarche was not an aim of the study, but it is tempting to speculate about such an interesting finding.
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escalating violent behavior. She had more than 20 previous hospitalizations. In the hospital, she tried to hit her head against a wall repeatedly and attacked others to such an extent that she required physical restraints for much of her 2-year stay. It required 4 staff members to feed, clothe, and bathe her.
She had symptoms of autism such as poor language development and a lack of social interest without emotional responsiveness, as well as very limited interests. She also suffered from epilepsy.
Ms. A's symptoms continued despite behavioral modification efforts and a plethora of medications: lithium, lamotrigine, quetiapine, fluvoxamine, trifluoperazine, chlorpromazine, ziprasidone, olanzapine, aripiprazole, clonazepam, and clozapine. She also received electroconvulsive therapy on 2 occasions. None of these treatments provided persistent benefit.
We eventually treated her with methadone because of reports that it reduced impulsivity 1 and because of the possibility that the patient suffered from pain that she could not express. Methadone treatment was initiated in August 2005.
The patient required methadone 20 mg p.o. at 6 a.m., 1 p.m., and 10 p.m. as an optimal dose. Initial twice-daily dosing allowed breakthrough of aggressive symptoms in the afternoon. She became nonaggressive soon after receiving the optimal dose. Within days, Ms. A required only occasional physical restraint, responded and related to the staff, and exhibited many fewer episodes of self-injurious behavior (SIB). She also gained the ability to eat and dress with minimal assistance and could go on walks on the hospital grounds, which she could not do before.
We observed this dramatic improvement in the patient's behavior for the next 2 months with no relapses. Prior to discharge, we discussed the dosing with the patient's group home, who agreed to continue providing methadone 3 times per day. Eight weeks after starting methadone treatment, we were able to discharge the patient to her group home on treatment with methadone and chlorpromazine, where she continues to function above her baseline with a superior quality of life.
All opioids, whether endogenous or exogenous, have the ability to bind to opiate receptors. When bound, opioids prevent the release of neurotransmitters, such as substance P, that would otherwise elicit a pain response. Methadone, a synthetic opioid, is recognized for its effectiveness in the management of chronic pain and pain associated with cancer states. More commonly, methadone has been used for the treatment of opioid and heroin addiction and has been the primary treatment for addicts for the past 40 years. 2 To our knowledge, this is the first report of methadone utilization to control impulsive, violent, and selfinjurious behavior secondary to profound mental retardation and autism.
Methadone was suggested as a potential treatment option for this patient once all other avenues had been explored. An article published by Gold et al. 1 reported that opiates have antimanic, antipanic, and antidepressive qualities. This patient's aggression and agitation could have been her way of expressing pain and distress, as she has no other means of communication. Because of the possibility of treating unexpressed pain, we did not consider obtaining written consent from the U.S. Food and Drug Administration or Drug Enforcement Administration, since the treatment of pain is an approved indication. Methadone may have helped this woman because of its direct effect on impulsiveness or by reducing discomfort that she indicated by her violent behavior. In addition, SIB may paradoxically elicit pleasure if it causes the release of opioids and results in stimulation of opiate receptors. Thus, further SIB would enable one to reach the same level of pleasure. Blocking these receptors with methadone could lead to extinction of the reward from SIB. 
We used the Buss and Perry Aggression Questionnaire 6 to examine the degree of the patients' violent behavior and reached the conclusion that the incidence of suicide attempts shows significant correlation with the level of aggression. We distinguished 3 levels of aggressivity based on scores on the Buss and Perry Aggression Questionnaire: 1 to 40 points: nonviolent group, 41 to 60 points: moderately violent group, 61 to 90 points: very violent group. The higher the score a person obtained, the more likely he or she was to make a suicide attempt (χ 2 = 9.99, p < .01).
Using multivariate regression models, we examined the correlations in the suicide attempts (dependent variable) between childhood abuse and perpetration-victimization events between the spouses and between sociodemographic variables (age, gender, education, etc.). We reached the conclusion that while there was no significant difference between the male and female subjects with respect to perpetration, there was a significant difference with respect to victimization (p < .01). In other words, a much higher proportion of women than men were the victims of intimate partner violence. This result differs in part from the findings of Heru et al., 1 because in their investigation male and female patients did not differ significantly on any violence perpetration or victimization subscale (all p values > .05).
The difference found between the 2 samples in the area of violence victimization could arise less from differences of measure than from the fact that women who are alcoholics are much more at the mercy of their male partners than women who are not struggling with drinking problems. There are 2 possible explanations for this: one is that hazardous drinkers (regardless of gender) are likely to have partners with alcohol and drug problems, and the spouses with alcohol problems are likely to involve them in perpetration-victimization scenarios. 7 The other is that women with alcohol problems are more likely to be violent in intimate partner relationships, and their partners often retaliate in such a situation. 8 Comparison between the 2 research samples is, of course, limited by the circumstance that the Heru et al. study and our study used different measures. We used the structured interview method (ASI) and the Buss and Perry Aggression Questionnaire as mentioned above, while Heru et al. used the Beck Scale for Suicide Ideation to assess suicidal ideation and the Revised Conflict Tactics Scale to measure aggressivity.
Both studies draw attention to the large overlap between aggression and self-aggression in 2 clinical groups with alcohol problems, those with violent behavior and those with suicidal intent, and these behaviors are of the same treatment priority in both groups.
